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57 ABSTRACT

This invention provides non-naturally occurring and 1solated
naturally occurring nucleic acid molecules which encode
proteins designated Yama. This invention also provides the
polypeptides and proteins encoded by these nucleic acids as
well as the purified native polypeptides or proteins. Also
provided by this invention i1s a non-naturally occurring
nucleic acid molecule encoding mutant CrmA protein and a
dominant mnhibitory Yama. Vectors and host cells containing
these nucleic acid molecules are further provided. Methods
of modulating a cellular function regulated by the Fas
receptor pathway 1n a cell 1s provided herein. In one aspect,
this method comprises introducing into the cell a nucleic
acid molecule coding for a gene product having CrmA
biological activity such as dominant inhibitory Yama or
alternatively, the CrmA gene product. Yama nucleic acid
molecules and proteins also can be introduced into the cell
to modulate the cellular function regulated by the Fas
receptor.

7 Claims, 37 Drawing Sheets
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YAMA Nucleotide Sequence

GGCACGAGCG GATGGGTGCT ATTGTGAGGC GGTTGTAGAA GAGTTTCGTG AGTGCTCGCA
GCTCATACCT GTGGCTGTGT ATCCGTGGCC ACAGCTGGTT GGCGTCGCCT TGAAATCCCA
GGCCGTGAGG AGTTAGCGAG CCCTGCTCAC ACTCGGCGCT CTGGTTTTCG GTGGGTGTGC
CCTGCACCTG CCTCTTCCCG CATTCTCATT AATAAAGGTA TCCATGGAGA ACACTGAAAA
CTCAGTGGAT TCAAAATCCA TTAAAAATTT GGAACCAAAG ATCATACATG GAAGCGAATC
AATGGACTCT GGAATATCCC TGGACAACAG TTATAAAATG GATTATCCTG AGATGGGTTT
ATGTATAATA ATTAATAATA AGAATTTTCA TAAAAGCACT GGAATGACAT CTCGGTCTGG
TACAGATGTC GATGCAGCAA ACCTCAGGGA AACATTCAGA AACTTGAAAT ATGAAGTCAG
GAATAAAAAT GATCTTACAC GTGAAGAAAT TGTGGAATTG ATGCGTGATG TTTCTAAAGA
AGATCACAGC AAAAGGAGCA GTTTTGTTTG TGTGCTTCTG AGCCATGGTG AAGAAGGAAT
AATTTTTGGA ACAAATGGAC CTGTTGACCT GAAAAAAATA ACAAACTTTT TCAGAGGGGA
TCGTTGTAGA AGTCTAACTG GAAAACCCAA ACTTTTCATT ATTCAGGCCT GCCGTGGTAC
AGAACTGGAC TGTGGCATTG AGACAGACAG TGGTGTTGAT GATGACATGG CGTGTCATAA
AATACCAGTG GAGGCCGACT TCTTGTATGC ATACTCCACA GCACCTGGTT ATTATTCTTG
GCGAAATTCA AAGGATGGCT CCTGGTTCAT CCAGTCGCTT TGTGCCATGC TGAAACAGTA
TGCCGACAAG CTTGAATTTA TGCACATTCT TACCCGGGTT AACCGAAAGG TGGCAACAGA

6,060,238

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

ATTTGAGTCC TTTTCCTTTG ACGCTACTTT TCATGCAAAG AAACAGATTC CATGTATTGT
TTCCATGCTC ACAAAAGAAC TCTATTTTTA TCACTAAAGA AATGGTTGGT TGGTGGTTTT
TTTTAGTTTG TATGCCAAGT GAGAAGATGG TATATTTGGT ACTGTATTTC CCTCTCATTT
GGGCCTACTC TCATGCTG

1020
1080
1140
1158

YAMA Peptide Sequence

MENTENSVDS KSIKNLEPKI THGSESMDSG ISLDNSYKMD YPEMGLCIII NNKNFHKSTG 60

MTSRSGTDVD AANLRETFRN LKYEVRNKND LTREEIVELM RDVSKEDHSK RSSFVCVLLS
HGEEGIIFGT NGPVDLKKIT NFFRGDRCRS LTGKPKLFII QACRGTELDC GIETDSGVDD
DMACHKIPVE ADFLYAYSTA PGYYSWRNSK DGSWFIQSLC AMLKQYADKL EFMHILTRVN
RKVATEFESF SFDATFHAKK QIPCIVSMLT KELYFYH

FIG. 1
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FIG. 10B
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TCCATGGAAG AACGAAAGTA GTATAAAAGT AATAAAACAA AAAAAAGAAT ATAAAAAATT
TATAGCCACT TTCTTTGAGG ACTGTTTTCC TGAAGGAAAT GAACCTCTGG AATTAGTTAG

ATATATAGAA TTAGTATACA CGCTAGATTA TTCTCAAACT CCTAATTATG ACAGACTACG

TAGACTGTTT ATACAAGATT GAAAATATAT TICTTTTTAT TGAGTGGTGG TAGTTACGGA

TATCTAATAT TAATATTAGA CTATCTCTAT CGTCACACAA CAAAATCGAT TGCC ﬁT%
e
1

GAT ATC TTC AGG GAA ATC GCA TCT TCT ATG AAA GGA GAG AAT GTA TTC
Asp Ile Phe Arg Glu Tle Ala Ser Ser Met Lys Gly Glu Asn Val Phe

10 15

ATT TCT CCA CCG TCA ATC TCG TCA GTA TTG ACA ATA CTG TAT TAT GGA
Ile Ser PEB Pro Ser Ile Ser SSE Val Leu Thr Ile ng Tyr Tyr Gly

GCT AAT GGA TCC ACT GCT GAA CAG CTA TCA AAA TAT GTA GAA AAG GAG
Ala Agg Gly Ser Thr Ala GAH GIn Leu Ser Lys Tig Val Glu Lys Glu

GCG GAC AAG AAT AAG GAT GAT ATC TCA TTC AAG TCC ATG AAT AAA GTA
A%S Asp Lys Asn Lys Agg Asp Ile Ser Phe ng Ser Met Asn Lys Vg%

TAT GGG CGA TAT TCT GCA GTG TTT AAA GAT TCC TTT TTG AGA AAA ATT
Tyr Gly Arg Tyr S%E Ala Val Phe Lys A?E Ser Phe Leu Arg ng I[le

GGA GAT AAT TTC CAA ACT GTT GAC TTC ACT GAT TGT CGC ACT GTA GAT
Gly Asp Asn ng GIin Thr Val Asp ng Thr Asp Cys Arg TSE Val Asp

GCG ATC AAC AAG TGT GTT GAT ATC TTC ACT GAG GGG AAA ATT AAT CCA
Ala Ile ?88 Lys Cys Val Asp %ag Phe Thr Glu Gly %{8 ITe Asn Pro

CTA TTG GAT GAA CCA TTG TCT CCA GAT ACC TGT CTC CTA GCA AIT AGIT
Leu %?g Asp Glu Pro Leu %SE Pro Asp Thr Cys %Sg Leu Ala Ile Ser

GCC GTA TAC TTT AAA GCA AAA TGG TTG ATG CCA TTT GAA AAG GAA TTT
?%8 Val Tyr Phe Lys ?gg Lys Trp Leu Met EES Phe Glu Lys Glu Egg

ACC AGT GAT TAT CCC TTT TAC GTA TCT CCA ACG GAA ATG GTA GAT GTA
Thr Ser Asp Tyr ggg Phe Tyr Val Ser QEg Thr Glu Met Val ?gg Val

AGT ATG ATG TCT ATG TAC GGC GAG GCA TTT AAT CAC GCA TCT GTA AAA
Ser Met Met ?gg Met Tyr Gly Glu %}8 Phe Asn His Ala %;g Val Lys

FIG. 12A
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